derived from published literature. Separate analyses were performed for patients at increased risk of hypoglycemia and for patients with uncontrolled glycated hemoglobin (HbA1c) at baseline. Analyses were performed from a societal perspective over a lifetime time horizon. Future costs and clinical outcomes were discounted at 3% per annum. Results: SAP with automated insulin suspension was associated with an incremental gain in quality-adjusted life expectancy versus the CSII of 1.88 quality-adjusted life years (QALYs) in patients at high risk of hypoglycemia and of 1.07 QALYs in patients with uncontrolled HbA1c at baseline. Higher lifetime costs for SAP with automated insulin suspension resulted in projected incremental cost-effectiveness ratios for the SAP with automated insulin suspension versus CSII of Swedish Krona (SEK) 139,795 [euros (EUR) 14, 648] per QALY gained for patients at increased risk for hypoglycemia and SEK 251,896 (EUR 26,395) per QALY gained for patients with uncontrolled HbA1c. In both groups, SAP with automated insulin suspension also reduced the incidence of diabetes-related complications relative to CSII. Conclusions: In Sweden, SAP with automated insulin suspension likely represents a cost-effective treatment option relative to CSII for the management of patients with type 1 diabetes with a history of severe hypoglycemic events or
INTRODUCTION
Data from the Swedish National Diabetes Register (NDR) indicate that in Sweden in 2013, there were approximately 36,000 people with type 1 diabetes being treated in specialist clinics [1] , of whom an estimated 21% were using insulin pumps [continuous subcutaneous insulin infusion (CSII)]. Notably, the proportion of adults using CSII was reported to vary considerably with age, with CSII use being more common in younger and in female patients [1] .
CSII represents an important treatment option for type 1 diabetes patients and is a particularly valuable alternative for several subgroups of patients, including those who cannot achieve good glycemic control with multiple daily injections (MDI) of insulin, patients with frequent or severe hypoglycemic events and young children with a fear of needles. There are also several other potential reasons why CSII may be preferable, such as erratic lifestyles with irregular shiftwork or travel across time zones that may complicate disease management. Indeed, in a study of routine clinical practice by Jendle et al. the most common indications for CSII were glucose excursions (35.8%), elevated glycated hemogloblin (HbA1c; 33.0%), patient preference (11.5%), frequent hypoglycemic events (7.9%) and facilitation of glycemic control (6.4%) [2] . Many patients may also prefer CSII to MDI, with patient satisfaction having been reported to be significantly higher in patients using CSII than in those receiving MDI [3] .
In terms of clinical benefits, CSII has been shown to improve glycemic control and reduce the incidence of severe hypoglycemic events relative to MDI, particularly in patients with very poor baseline glycemic control [4] [5] [6] [7] . Data from the Swedish NDR has also shown that CSII is associated with a significantly lower hazard ratio for fatal coronary heart disease, fatal cardiovascular disease and all-cause mortality relative to MDI [8] .
Sensor-augmented pump therapy (SAP) combines real time continuous glucose monitoring (CGM) with CSII and provides additional benefits beyond those provided by CSII alone. Studies conducted to date have shown that SAP is associated with improved glycemic control and a reduced frequency of hypoglycemic events compared with CSII [9] [10] [11] . Moreover, SAP-related technology is continually evolving, and SAP with automated insulin suspension includes devices incorporating features such as low glucose suspend (LGS) or predictive low glucose suspend (SmartGuard TM technology), both of which are features designed to minimize the risk of hypoglycemia. With the LGS feature, insulin delivery is temporarily suspended if glucose levels drop below a pre-defined threshold level. Predictive low glucose suspend is the most recently introduced feature and a more sophisticated feature, whereby insulin delivery can be suspended based on the prediction of low glucose levels within the next 30 min and insulin delivery is automatically resumed once blood glucose levels start to recover [12] . Recently published findings from the ASPIRE study report that SAP with LGS, compared with no LGS, was associated with a reduction in both the rate and severity of hypoglycemia, particularly nocturnal hypoglycemic events [13] [14] [15] .
One of the main barriers to wider uptake of SAP is the higher device costs relative to CSII. Therefore, the additional clinical benefit must be weighed against the increased acquisition costs. There is a widespread acceptance that technologies including CSII, CGM and SAP improve patient outcomes; indeed the American Association of Clinical Endocrinologists consensus statement on CGM states that ''expanding CGM coverage and utilization is likely to improve the health outcomes of people with diabetes'' (page 1009) [16] . CSII with CGM was also recommended in the Endocrine Society Clinical Practice guidelines for type 1 diabetes patients failing to achieve HbA1c targets as well as for well-controlled patients willing to use CGM on an almost daily basis [17] . Long-term health economic analyses are required to assist policy-makers and payers in the decision-making process with regard to the uptake and reimbursement of technologies such as SAP. The aim of the current analysis was to assess the cost-effectiveness of the latest generation of SAP with automated insulin suspension (MiniMed TM 640G insulin pump; Medtronic International Trading Sarl, Tolochenaz, Switzerland) versus CSII alone in two different populations of type 1 diabetes patients in Sweden.
METHODS

Model Description
Cost-effectiveness analysis was performed using the QuintilesIMS CORE Diabetes Model (referred to hereafter in text as CDM; QuintilesIMS, Basel, Switzerland). The CDM is a non-product-specific policy analysis tool for cost-effectiveness analysis in type 1 or type 2 diabetes. Details of the model structure and validation have been published elsewhere [18] [19] [20] . The CDM is based on a series of inter-dependent sub-models that simulate disease progression and the incidence of diabetes-related complications. The sub-models have a semi-Markov structure and use time, time-in-state and diabetes type-dependent probabilities derived from published sources to simulate disease progression. Monte Carlo simulation using tracker variables is used to overcome the memory-less properties of a standard Markov model and allows for interconnectivity and interaction between individual sub-models.
Simulation Cohorts and Treatment Effects
Analyses were performed in two different patient populations. The first patient cohort consisted of patients with type 1 diabetes who were considered to be at increased risk for hypoglycemic events, with patient cohort data, including age, duration of diabetes and baseline HbA1c, taken from a randomized controlled trial conducted by Ly et al. [21] , which was a 6-month trial that compared the use of SAP versus CSII in 95 patients with type 1 diabetes in Australia ( Table 1) . The hypoglycemic event rates included in the analysis were also sourced from the Ly et al. study [21] ; after 6 months the rate of severe hypoglycemic events was 2.2 per 100 patient-months for CSII versus 0 per 100 patient-months for SAP.
The second patient cohort consisted of patients with type 1 diabetes with uncontrolled HbA1c at baseline. For this patient population, cohort characteristics were sourced primarily from the Swedish NDR (NDR data on file; Table 1 ) and supplemented with data from the Diabetes Control and Complications Trial (DCCT) for any missing parameters [22] . Treatment effects for this patient group in terms of change in HbA1c reduction were -0.58% for the SAP with automated insulin suspension group and -0.14% for the CSII group; these were derived from formulae published by Pickup et al. [23] . For this analysis, severe hypoglycemic event rates were assumed to be Data are presented as the mean ± standard deviation, unless indicated otherwise CSII continuous subcutaneous insulin infusion, SAP sensor-augmented pump therapy, HbA1c glycated hemoglobin equal in both treatment arms (a rate of 2.6 severe hypoglycemic events per 100 patientmonths was assumed, based on data from Pickup et al. [23] ). In both analyses a sensor use of 49 sensors per year (corresponding to 80% of the time) was assumed for the SAP with automated insulin suspension arm (based on the assumption of each sensor lasting 6 days and patients using CGM for an average of 5.64 days per week) [21] . Myocardial infarction, year of event 89,820 [49] Myocardial infarction, subsequent years 2108 [46] Angina, first year 48,363 [46] Angina, subsequent years 8502 [46] Congestive heart failure, first year 70,429 [46] Congestive heart failure, subsequent years 662 [46] Stroke, year of event 80,741 [46] Stroke, subsequent years 3413 [46] Stroke death within 30 days 78,551 [46] PVD, first year 83,497 [46] PVD, subsequent years 4647 [46] Hemodialysis, first and subsequent years 524,117 [46] Peritoneal dialysis, first and subsequent years 524,117 [46] Renal transplant, first year 287,319 [46] Renal transplant, subsequent years 48,584 [46] Severe hypoglycemic event 30,333 [43] Minor hypoglycemic event 0 Assumed This analysis does not contain data from any new studies with human or animal subjects performed by any of the authors and therefore did not require Institutional Review Board approval.
Intervention and Complication Costs
With regard to treatment cost, only the incremental cost of SAP with automated insulin suspension relative to CSII was included in the analysis. This included the cost (list price) for the sensor, assuming a usage of 49 sensors per year, corresponding to 80% usage, inserter, batteries and transmitter. Costs of self-monitoring of blood glucose (SMBG) strips and lancets were also included. In both analyses an SMBG use of 7.11 strips/day was assumed for the CSII group and 4.35 strips/day for the SAP with (Table 2) . Indirect costs were calculated using the human capital approach [25] .
Utility Values
Utilities/disutilities for diabetes-related complications were sourced from Beaudet et al. [26] . For the cohort at increased risk of hypoglycemia a utility adjustment was made that combined fear of hypoglycemia (FoH) with the reduction in hypoglycemic event rate, based on rates reported by Ly et al. [21] and on published findings on the impact of SAP on health-related quality of life by McBride et al. [27] . A utility decrement of -0.035 was applied to the CSII arm and a utility benefit of 0.038 was applied to the SAP with automated insulin suspension arm; no specific disutilities for individual severe hypoglycemic events were applied.
A utility benefit associated with reduced FoH was also applied to the SAP with automated insulin suspension arm of the cohort with uncontrolled HbA1c at baseline. A utility benefit of 0.0552 was applied, which was based on the findings of the INTERPRET study. Here, SAP was associated with a decrease in FoH; patients using SAP had a mean decrease of 6.9 units in the Hypoglycemia Fear Survey (HFS) [28, 29] . Currie et al. [30] had reported earlier that a 1 unit increase in the HFS corresponds to a 0.008 increase in the EQ-5D health status questionnaire (EuroQoL-5 dimensions); therefore, a 6.9 unit reduction in HFS corresponds to a utility benefit of 0.0552.
Perspective, Time Horizon and Discounting
The base case analysis was performed from the societal perspective (incorporating indirect costs and lost productivity) in line with recommendations for the Swedish setting. For indirect costs, an average of 233 working days per year, age at first income of 24 years and retirement age of 65 years were assumed. An average salary of SEK 403,200 per year for males and SEK 350,400 per year for females was assumed based on data from Statistics Sweden [31] . The number of days off work for diabetes-related complications were sourced from a study by Sørensen et al. conducted in Denmark [32] . The analysis was performed over a lifetime time horizon, and future costs and clinical outcomes were discounted at a rate of 3% per annum in line with Swedish recommendations [33] .
Sensitivity Analyses
To establish the principal drivers of cost-effectiveness outcomes we performed a series of one-way sensitivity analyses. For the cohort at increased risk for hypoglycemia sensitivity analyses were performed in which the utility benefit for reduced FoH was negated, and an analysis in which the benefit was reduced to 0.0184, based on a 2.3 unit reduction in FoH reported by Yeh et al. [34] . Also for the cohort at increased risk for hypoglycemia, sensitivity analyses were performed in which the severe hypoglycemia event rate in the CSII arm was altered to 1 and 8 events, respectively, per 100 patient-months. Other sensitivity analyses conducted in this population included changes in time horizon and discount rate.
In the cohort with uncontrolled HbA1c the sensitivity analyses included both increasing and decreasing baseline HbA1c, increasing and decreasing sensor use to 61 and 43 sensors per year, respectively (vs. 49 per year in the base case analyses), changes in SAP with automated insulin suspension costs (-20, -10 and ?10% relative to the base case), change in SMBG reduction (no reduction and SMBG use of 6.11 per day and 2.11 per day in the SAP with automated insulin suspension arm) and changes in time horizon, perspective and discount rate.
RESULTS
Cohort at Increased Risk of Hypoglycemic Events
In the cohort at increased risk for hypoglycemia SAP with automated insulin suspension was associated with higher overall lifetime costs but also with a substantial gain in quality-adjusted life expectancy in the base-case analysis ( 865) ], although these were partially offset by a lower projected incidence and by delay of onset of diabetes-related complications with SAP with automated insulin suspension ( Table 4 ). The mean onset of all diabetes-related complications included in the analysis was delayed in the SAP with automated insulin suspension group relative to the CSII group; mean delay in onset with SAP with Sensitivity analysis showed that for this patient group the ICER was most sensitive to changes in severe hypoglycemic event rate in the CSII arm as such events can be associated with substantial medical resource use and high direct costs (Table 5) . When the severe hypoglycemic event rate in the CSII arm was reduced to 1 per 100 patient-months the ICER increased to SEK 204,442 (EUR 21,422) per QALY gained. However, when the event rate for CSII was increased to 8 severe hypoglycemic events per 100 patient-months SAP with automated insulin suspension was dominant relative to CSII.
Cohort with Uncontrolled HbA1c at Baseline
In the base-case analysis for this patient group, SAP with automated insulin suspension was associated with higher total lifetime costs than (Table 3) . If only direct costs were included in the analysis, the ICER increased to SEK 328,323 (EUR 34,403) per QALY gained. The higher costs in the SAP with automated insulin suspension arm were driven by higher lifetime treatment costs [SEK 467,551 (EUR 48,992) vs. SEK 99,090 (EUR 10,383)], which were partially offset by lower complication costs due to a delay in onset and reduced cumulative incidence of diabetes-related complications in the SAP with automated insulin suspension arm. For this patient group, at a willingness-to-pay threshold of SEK 300,000 (EUR 31,435), the likelihood of SAP with automated insulin suspension being considered cost-effective compared with CSII was 58%, which increased to 74% at a willingness-to-pay threshold of SEK 360,000 (EUR 37,722) per QALY gained and to 84% at a threshold of SEK 420,000 (EUR 44,009) per QALY gained. In the SAP with automated insulin suspension arm the mean onset of diabetes-related complications included in the analysis was delayed by at least 0.6 years ( Table 4) . The most pronounced delays in onset of a long-term diabetes-related complication was for neuropathy, with an onset delay of a mean of 1.04 years in the SAP with automated insulin suspension arm relative to the CSII arm.
Sensitivity analyses in the cohort with uncontrolled HbA1c showed that outcomes were most sensitive to changes in baseline HbA1c and assumptions relating to the impact of FoH on quality of life (Table 5 ). In the base case, mean baseline HbA1c was 7.9% (63.1 mmol/mol). If baseline HbA1 was reduced to 7.5% (58 mmol/mol), then incremental gain in quality-adjusted life expectancy with SAP with automated insulin suspension decreased to 0.75 QALYs (compared with 1.07 QALYs in the base case), resulting in the ICER increasing to SEK 294,117 (EUR 30,819) per QALY gained. However, if baseline HbA1c was increased to 9.0% (75 mmol/mol), the ICER for SAP with automated insulin suspension versus CSII was reduced to SEK 196,009 (EUR 20,539) per QALY gained, suggesting that the SAP with automated insulin suspension may be most cost-effective in those patients with the poorest glycemic control at baseline. The benefit associated with reduced FoH was also found to be a key driver of outcomes. In a sensitivity analysis in which this utility benefit was entirely negated, the incremental gain in quality-adjusted life expectancy was reduced to 0.261 QALYs, which resulted in the ICER increasing to SEK 1,028,295 (EUR 107,749) per QALY gained. Similarly, when the FoH utility benefit was reduced to 0.0184 (compared with 0.0552 in the base case), the ICER increased to SEK 507,261 (EUR 53,153) per QALY gained.
DISCUSSION
The results of our cost-effectiveness analyses of SAP with automated insulin suspension versus CSII in patients with type 1 diabetes in Sweden suggest that the former represents good value for money. SAP with automated insulin suspension was associated with better life expectancy and quality-adjusted life expectancy but higher costs relative to CSII, leading to ICERs of SEK 139,795 (EUR 14,648) per QALY gained for patients at increased risk for hypoglycemia and SEK 251,896 (EUR 26,395) per QALY gained for patients with uncontrolled HbA1c at baseline. It should also be noted that in analyses such as those presented here, for interventions that improve life expectancy this longer life expectancy can contribute to a ''survival paradox'' whereby patients accrue direct costs and experience complications over a longer period of time owing to higher life expectancy. Although there is no official willingness-to-pay threshold in Sweden, for both patient groups the ICERs estimated in the present analysis fall below a willingness-to-pay threshold of SEK 500,000 (EUR 52,392) per QALY gained. Indeed, at this threshold the probability of SAP with automated insulin suspension being considered cost-effective versus CSII exceeds 98% in both patient populations in the current analysis.
CSII is widely used in Sweden relative to many other European settings; in 2013, there were an estimated 10,000 patients using CSII, although figures on the proportion using SAP are lacking [35] . Further, the assessment of CSII by the Swedish Council on Health Technology Assessment (SBU) reported that CSII is the first choice treatment modality for young children with recently diagnosed type 1 diabetes. Use of CSII in adults is typically limited to those patients who cannot achieve adequate glycemic control on MDI, although data from the Swedish NDR suggest that this may be a sizable proportion of the overall type 1 diabetes population. Additionally, the SBU assessment of CGM, despite noting high levels of patient satisfaction with SAP, acknowledged that there is a general reluctance to offer CGM to adults in Sweden, even though short-term use has been shown to improve HbA1c [36] . The SBU report on CGM also highlighted uncertainty around the effect of CGM on rates of severe hypoglycemic events and ketoacidosis. However, since publication of that report, clinical evidence has accrued which suggests that SAP with automated insulin suspension contributes to a reduced incidence of hypoglycemic events, particularly nocturnal hypoglycemic events [12, 13, 16, 21] .
Sensitivity analyses in the cohort with uncontrolled HbA1c showed that SAP with automated insulin suspension was most cost-effective in those patients with poorest glycemic control at baseline. This is likely driven by the fact that the incremental benefits of SAP with automated insulin suspension (in terms of improved HbA1c) are likely to be most pronounced in those patients with the worst glycemic control at baseline. Indeed, the treatment effect in terms of HbA1c reduction was sourced from formulae published by Pickup et al. [23] that take into account baseline HbA1c, in that patients with higher baseline HbA1c values have greater reductions in HbA1c that those with lower baseline HbA1c values. The resultant improvement in glycemic control with SAP with automated insulin suspension is a key driver of long-term outcomes. Patients with poor glycemic control are known to be at increased risk of diabetes-related complications. Data from the Swedish setting indicate that relative to the general population, type 1 diabetes patients with HbA1c levels of [7.8% (62 mmol/mol) have a more than threefold higher hazard ratio (HR) for all-cause mortality and a more than fourfold HR for cardiovascular mortality [37] . Additionally, data from the NDR suggest that the proportion of type 1 diabetes patients in Sweden not achieving good glycemic control, particularly in the younger age groups, may be substantial. For example, in one single-center retrospective longitudinal study in patients aged 18-24 years in Sweden, less than 10% patients had a mean HbA1c of B7.0% (53 mmol/mol) during the study period. Further, 22% of 24-year-olds and [50% of 18-year-olds had mean HbA1c values C9.1% (76 mmol/mol) [38] . In another analysis, also using NDR data from a total of 7454 patients aged 20-65 years, a total of 3268 (44%) patients had HbA1c levels of 8.0-11.9% (64-107 mmol/mol) at the start of the study [37] . Additionally, in Sweden, patients with poor glycemic control are also more likely to initiate insulin pump therapy, with this likelihood increasing in a non-linear fashion with higher HbA1c. For example, in one large-scale study involving [7000 patients, the HR for CSII initiation in patients with HbA1c values of C9.8% (83 mmol/mol) relative to those with HbA1c values of\6.0% (\42 mmol/mol) was 5.65 (95% confidence interval 2.98-10.72) [39] . Taken together, these figures suggest that, in Sweden, there is potentially a substantial number of patients with type 1 diabetes for whom switching to SAP with automated insulin suspension could be both clinically beneficial and cost-effective. In this patient cohort the impact of SAP with automated insulin suspension in terms of reduced FoH was also a key driver of outcomes. FoH has been shown to be particularly pronounced at night, and it also influences many aspects of disease management including diet, physical activity and insulin dosing, to the extent that some patients may deliberately tolerate higher blood glucose levels in order to lessen the risk of hypoglycemia [40] . For these patients, switching to SAP, especially advanced SAP devices with an automated insulin suspension feature, may help to alleviate the considerable burden associated with FoH while simultaneously enabling better glycemic control.
Sensitivity analysis in the cohort with uncontrolled HbA1c at baseline showed that outcomes were also influenced by the frequency of sensor use. Quality-adjusted life expectancy was 9.34 QALYs when a sensor use of 61 per year was assumed (compared with 9.22 QALYs with 49 sensors per year in the base-case analysis), but total costs in the SAP with automated insulin suspension arm also increased to SEK 1, 967, 223 (EUR 206, 133) . These projected outcomes are in line with findings from the STAR 3 trial, which reported that the magnitude of clinical benefit associated with SAP was influenced by the frequency of sensor use, with higher rates of sensor use being associated with better glycemic control [41] . In the STAR 3 trial, patients who used the sensor 0-20% of the time had a HbA1c reduction (from baseline to 1 year) of -0.43%, whereas for patients who used the sensor 81-100% of the time the reduction in HbA1c was -1.21%.
In the cohort at increased risk for hypoglycemic events the projected incidence of severe hypoglycemic events was a key driver of outcomes.
Severe hypoglycemic events, although rare for most patients, can have potentially catastrophic consequences, including coma and even death; recent data have also indicated that a history of severe hypoglycemic events may lead to an elevated risk of mortality following cardiovascular events [42] . These events may also be associated with extensive medical resource use and high direct medical costs. In the current analysis, the direct cost of a severe hypoglycemic event was SEK 30,333 (EUR 3,178), based on published data from Jönsson et al. [43] . However, the current analysis did not take into account any potential benefit in terms of minor hypoglycemic events or indirect costs associated with severe hypoglycemic events. Indirect costs of non-severe hypoglycemic events are often overlooked but can be substantial, with estimates of lost work time ranging from 8.3 to 15.9 h per month [44] .
There are a number of limitations associated with the findings of the analysis presented here. Notably, a fundamental limitation common to all health economic modeling analyses is the use of short-term clinical data to project long--term outcomes. For the analysis in patients at increased risk of hypoglycemic events, data from a clinical trial of 6 months duration in patients aged 5-49 years were utilized. The CORE diabetes model was developed using data from adult type 1 diabetes populations; as such, the inclusion of clinical input data from children and adolescents may limit the accuracy of projected long-term clinical outcomes for such patients. A further limitation is the relatively small-scale nature of the trial, which enrolled fewer than 100 patients. However, long-term, large-scale studies comparing SAP with automated insulin suspension versus CSII are lacking; therefore, the use of short-term clinical data represents the best available proxy for projecting long-term outcomes.
The findings of the current analysis concur with those of a previous cost-effectiveness analysis conducted in Sweden, which reported an ICER of SEK 367,571 (EUR 38,516) per QALY gained for SAP versus CSII [45] . However, SAP technology has advanced since the publication of this earlier analysis, with new features, such as predictive low glucose suspension, improving clinical benefits and, therefore, the cost-effectiveness of SAP. More recent analyses of SAP with automated insulin suspension versus CSII have been conducted in type 1 diabetes patients in other settings, including the UK [46] , France [47] and Denmark [48] . The findings of these analyses concur with those of the present analysis in suggesting that SAP with automated insulin suspension is cost-effective compared with CSII in particular groups of type 1 diabetes patients in the UK, France and Denmark as well as Sweden.
Overall, the findings of our analysis suggest that in Sweden, for type 1 diabetes patients who continue to experience poor glycemic control, or severe hypoglycemic events despite CSII use, switching to SAP with automated insulin suspension is likely to represent a cost-effective treatment alternative.
